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ABSTRACT

Background: Systemic amyloidosis is characterized by the steady buildup of
highly structured fibrils made of autologous proteins in the organs that are
affected. Our patient was often told she had Crohn's disease because she had
stomach pain, diarrhea, weight loss, anemia and tiredness, but the treatment
didn't work. As a result, numerous investigations and laboratory tests were
performed, including gastroscopy and colonoscopy. Conclusions: Systemic
intestinal amyloidosis can be misdiagnosed for Crohn's disease. When a
similar clinical circumstance occurs, we hope that our report will remind our
colleagues to be on the lookout for underlying disorders so that a quick
diagnosis and successful treatment can be provided.
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1. INTRODUCTION

Amyloidosis is a rare group of diseases that are caused by abnormal folding
of proteins and the buildup of fibrils outside of cells. The clinical
manifestation of the disease is determined by the extracellular position of
these "amyloid fibril" proteins (Mann et al., 2022). These fibrils' aberrant
architecture renders them intractable and difficult to eliminate, which
disrupts normal tissue structure and interferes with normal functioning
(Adrogue, 2022).

There are 36 distinct types of amyloidosis, each of which results from a
unique protein folding error. About 19 types are regarded as localized forms,
14 as systemic forms and three as those that can self-identify as either. These
proteins may develop irregularities as a result of inherited environmental
influences or genetic effects (Picken, 2020). Light chain (AL), inflammatory
(AA), dialysis-related (A2M) and hereditary and old age (ATTR) amyloidosis
are the four forms of systemic amyloidosis that occur most frequently (Ando
et al., 2013).
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Approximately 30 of the more than 60 identified heterogeneous amyloidogenic proteins are associated with disease in humans.
All of these proteins tend to make beta-pleated sheets that are arranged in a way that is not parallel. The affected organs, including
the heart, liver, kidneys, neurological system and gastrointestinal tract, experience mechanical disruption and localized oxidative
stress because of these sheets' formation of inflexible, non-branching fibrils that resist proteolysis (Bhutani and Lentzsch, 2020;
Baker, 2022).

The continuous deposition of autologous proteins as highly structured fibrils in target organs is what distinguishes systemic
amyloidosis. The merged damage induced by the proteotoxic activity of prefibrillar species, cytotoxicity and structural
abnormalities generated by amyloid fibrils, might result in organ failure that is potentially lethal. The present treatment aims to
eliminate the amyloid protein and stop the amyloid cascade at its source. Amyloid fibril-specific antibodies that stimulate
macrophage and giant cell phagocytosis via complement may hasten the clearance of amyloid and the recovery of organ function
(Nuvolone et al., 2022).

2. THE CASES REPORT

A 34-year-old man who had recently been diagnosed with Crohn's disease was then given Azathioprine 300 mg and steroids. In
November 2022, the patient was admitted to our hospital. The patient went to the emergency room (ER) with abdominal pain and
diarrhea, claiming to have been hospitalized for two weeks. The characteristics of the abdominal pain were that it was all over the
abdomen, was colicky in nature, was not radiated and the severity of the pain was 7/10. The abdominal pain was associated with
watery diarrhea (not blooded) three times per day, which stopped two days prior to admission. The abdominal pain associated with
vomiting twice per day, fatigue and exertional dyspnea and unintentional weight loss (more than 1 stone in body weight in 3
months). The patient went to the ER several times to get pain relievers and loperamide but did not improve.

Also, there are no causes that make it worse or better: No chest pain, syncope or palpitations; no fever or rashes; no
discoloration of the skin; no pain or trouble swallowing; no recent travel; no history of eating outside; and no history of contact with
a sick patient. There is no cough and there is no dysuria or urine frequency. There is no headache, weakness or numbness. There is
no prior surgical history. There is no family history of a condition with comparable symptoms, such as a GI ailment, colorectal

cancer or inflammatory bowel disease (IBD). No history of tobacco or alcohol consumption or allergies exists.

On physical examination

Vitals sign in ER BP: 107/60, T: 37, Pulse: 85, RR: 20, O%at: 95% on RA. Not pale or jaundiced. Mouth: No aphthous ulceration or
oral thrush. Hands: No palmar erythema, Dupuytren contracture, asterixis or palpable lymph node. Abdomen: No scars or
distension; caput medusa; soft, lax tenderness all over the abdomen. No palpable hepatosplenomegaly, no shifting dullness, no
active bowel sounds, no bruits CNS: CGS: 15/15; cranial nerve intact; good tone; power in the upper and lower limbs 5/5; sensory

and reflexes intact. CVS: S1+S2 no murmur; JVP not raised. Chest: Equal bilateral air entry; no added sounds.

Investigation
WBC: 4.45, HGB: 12.4, PLT: 227, Urea: 5.3, Creat: 98.6, K: 4.8, Na: 134, LFT: T. Bil: 16.5, D. Bil: 7.5, ALT: 9, AST: 12, AIP: 62, GGT: 16,
Albumin: 27, 1.13. Corrected Ca: 2.26, Trop-I: 0.109 (0.115, 0.095), Pro-BNP: 31000>29000, Fecal Calprotectin >1000, C. diff. and stool
parasitology: Negative.

ECG: low QRS voltage; ECHO: Severe congestive LVH; mild LV systolic dysfunction (EF 50% DDIl); left arterial enlargement
(MR RVSP 25+10).

Gastroscopy and colonoscopy
Pangastritis, duodenitis, widespread erythema, ulceration with edema at the T ileum, mucosal edema and erythema on both sides
of the colon (RT>left side) were all visible. Amyloid is evidenced by the presence of numerous yellowish-white polypoid
protrusions and thickening of the duodenal folds (Image 1).

Biopsy (duodenal, gastric, terminal ileum and colon): According to histopathology, the mucosa had eosinophilic amorphous
material that showed apple green birefringence in polarized light of Congo red stain, which is a sign of amyloidosis (Image 2, 3).

On an MRI of the abdomen and pelvis with contrast, there was widespread thickening of the small intestine and it seemed like
the colon was involved around the jejunum and distal ileum. The symptoms of Crohn's disease aren't normal, which makes it more

likely that the person has a protein-losing enteropathy with fluid in the mesentery and swollen tissues under the skin.
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CMR

Normal LV size and systolic function are present, as is normal wall motion. Ejection fraction ~65% with mild LVH is noted. The
right ventricle is typical in size and has normal systolic function (EF > 55%) mildly dilated left atrium with an intact septum.
Perfusion of the first pass of the resting myocardium is normal. As previously documented, there is a subtle heterogeneous
gadolinium hyper-enhancement uptake in the myocardium normal aortic root and Valsalva sinuses and great vessels. A little
pericardial effusion was discovered. T2-weighted edema imaging detects acute myocardial inflammation. Myocarditis is a

possibility and the difficulties in suppressing the myocardium signal on LGE raise the possibility of amyloidosis.

Image 1 (A) Amyloid is marked by multiple yellowish-white polypoid growths and thickening of the folds in the lower part of the

duodenum

Image 2 With amyloidosis, there is amorphous, eosinophilic material in the mucosa that looks apple green under polarized light
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Image 3 (B): Histopathology sections revealed significant homogeneous eosinophilic accumulation in the mucosae and submucosa;

(C): Under polarized light, Congo red stain confirmed a peculiar "apple-green" birefringence of amyloid formation

3. DISCUSSION

Crohn's disease (CD), an autoimmune disease that affects the whole gastrointestinal tract, is a subtype of IBD. CD-induced bowel
injury and disability are a major global health concern. Genetic vulnerability and environmental variables such as a westernized
lifestyle are all well-known risk factors for CD (Cheng et al., 2021). CD is thought to be a complex ailment with a diverse etiology in
which genetics and environment interact to cause the disease. Several genes have been examined in relation to CD; however, the
strongest and most replicated connections have been found with the NOD2, IL23R and ATG16L1 genes (Gajendran et al., 2018). The
presence of extra-intestinal signs, the degree of involvement, the severity of the disease and the progression of complications can all
affect the associated symptoms. Numerous conditions can mimic Crohn's disease, creating difficulties in diagnosis. They include
gastrointestinal luminal tract illnesses, vascular disease, autoimmune diseases, infections, malignancies and their consequences,
drug or medical procedure-induced ailments and hereditary diseases. To make the right diagnosis, potential reasons must be
carefully taken into account (Gupta and Allegretti, 2022).

Secondary amyloidosis is a serious but rare complication of IBD. It most often happens in people with Crohn's disease.
Amyloidosis affects at least 1% of Crohn's disease patients. According to the research that has been conducted, the time that passes
between the onset of Crohn's disease and the identification of amyloidosis can range anywhere from one to twenty-one years
(Basturk et al., 2009). The prevalence of amyloidosis among individuals with IBD is 0.53% (95% confidence interval (CI): 0.32-0.75),
despite epidemiological evidence showing that it may be under diagnosed. Males with aggressive and severe Crohn's disease are
the phenotype most usually linked to amyloidosis (Tosca-Cuquerella et al., 2016). With a prevalence of 1%, Crohn's disease (CD) is
the IBD condition most frequently associated with AA amyloidosis, meaning that 1 in every 95 CD patients may have systemic

amyloidosis (Barahona-Correa et al., 2021).

4. CONCLUSION

Systemic intestinal amyloidosis can be misdiagnosed for Crohn's disease. When a similar clinical circumstance occurs, we hope that
our report will remind our colleagues to be on the lookout for underlying disorders so that a quick diagnosis and successful
treatment can be provided.
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